(19)B#Sft2W (JP) 



(12) 



^2002-518041 
(P2002- 51804 1A) 
(43)&SB ¥j£l4^6)?25B (2002.6.25) 



(51)Int.Cl.' 
CI 2N 
A6 IK 

A6 1 P 



15/02 

39/395 

47/48 

13/08 

35/00 



mm* 



F I 

A6 1K 39/395 
47/48 

A 6 1 P 13/08 
35/00 

C0 7K 14/705 



T 4B024 
4B0 64 
4B0 65 
4C076 
4CO 8 5 
m <£ 41 H) ft*JCI3*< 



(21)HJIS## 
(86) (22)tt>I9B 

(85) «IRSagmB 

(86) HBtfiH#f» 

(87) HfR&IH#^ 
(87)B88&0BB 

(31) fift«3i$I#^ 

(32) «$fcB 

(33) «$fc*£3gBI 



!|$IB2000- 556004( P2000-556004) 
¥ffcll¥6£17B(1999.6.17) 
¥fiE12^12E25B (2000. 12.25) 
PCT/US 9 9/1 3 7 1 3 
W0 9 9/6 7 359 
¥(R1 1^12^ 29 B (1999. 12. 29) 
0 9/1 04, 7 1 7 
¥J*10¥6 ^2580998.6.25) 
*S (US) 



(71) HiiB A a-'i/T">'r-f • • 7-f *7 • U* 

7* U #3*B7-f ^•7^52242-5000. 

—>H>«"fe>^-2i4. ^tHvI'- 

(72) »M# 7-f:)— S>»— i> vx-< 

7*U#£*H 7-f*7)W 52246 7 

235 

(74)ftSA #S± W tt 



(54) [aw©***] ia)Bfflflaie*ttU>^fflJia<DS3'-y«yT^>yofc»©r:S»S14S«*«t^©fc»©A^ 

(57) ism 

K#<D-*©7-A±t^r©Mi:B8iBltel-*a©T- 
J:lrTfflBa^-*-CD3lC«S^«SttS^f5r:fi^S 

ar«t 3 ts^n 5^5 Asnfcitstt&^-r <5tx7 x 




8 ? ? I I 



■ I 



(2) #112 00 2-5 1 8 04 1 

■OS£>#IM4* 2 

[Sl*£4] * 2 CD4, CD8 N CD16, CD28, a>32fcj: 

CD3 > ^ C 016 ^ J 0)28^ e,fc;fc#J:l9«tf;|t*x:7i** 

8 5 

[S»*« 7 ] 0KJ3#j&fflflk(ATCC7 ^ r > g v :f -S§-CRL8001) fc 5E10#?& 



(3) #^2 00 2-5 1 8 04 1 

hfcfrfco i ks 
tt? Z> #Hltt * / * n - ^- ;i/tJ£# * ii & 7? gt^ o T , 



(4) #^2 00 2-5 1 804 1 

mis; w 7' 'j k- v ^ f, tie^ s itfc«:fr**tr Jgit!t±?»£ $ *) wi- 1 * , 

* h LTl)irSEa»0*ffllfet#1-4te#«litt*^1-4«:fr«rl?ISE-f-4 i t 
frle2?>**'J --^x* h STMT'S: -9 Clfc, fcitr, 

t$&<DMMm <D&&<om k * + & mm®* KMt&m urn m mt<D^ £•# 



(5) 1^2 002-5 1 804 1 

15]. i»$«9 K&M<Di;mKivx®hiiz>*; ?v-tn>& 

tz&mm&(nfaWM&®fe*mnLx^2>z<oWK, mmfcK 

[If M 1 6 ] ffi«ft£ftt#, 1 J 1 1> 1 1 1 Infc X If" ' Tc^ & * if i 19 S 

litis, ft#*si 5t!s«^wf«aio 

# $ »it»ESt#otfi:Sfi#«tt**t«F t T ^ a * <& If it , isXV*tihK&& 
l 8 ] JIM&|»#14SMJt& s , Jfc*M4#a* <t«&#Ji3 J: 
[1^11 9] H*|l OtSES^tttioTSfiiiSt^^a-tJi' 



(6) tfS2 0 0 2-5 1 8 0 4 1 

[ft#S 2 6 ] ATCC 7 ^ -fe 7 -> 3 > §^XXXXX^ # -j- & % 5E10fc ft £ $ ft 



(7) ^2 00 2-5 1 804 1 

[ 0 0 0 1 ] 

, TV>/<ilimo|J1Hli#ff1-4®aKJSlic#1-4#^tt*^r-r*o 
[0 0 0 2] 

[ 0 0 0 3] 

*M3J:tftt&ffiiE^ft£$*i&o dOifcHIWLfCharles Hugginsfi 19664^ 

n 0 iTAIIIl^><0tt#0?6*K:|»-r4afeA0-«l:«l«SiKov»Ttt, "Prostat 
e Cancer Working Croup", Coffey, D.S. , Chair, Cancer Res., 51:1498 (1991 

[0 0 0 4] 



(8) 1$g|2 0 0 2-5 1 8 04 1 

h a - ;v (Sti 1 phostrol ) % GnRH^jjfc / 7 ^ 7f- K 7 ^ a ? £ ;i/ 7° n > (Lup 
ron)^4 e -WPfl9SJ*t»1-4lWSt7> Ko ->'x >*«#ttKtti(BH&©ili» 

tigs©-*-* toT* «j , ymmtz < <db%k itfh< vmmm&jK^fe 

[ 0 0 0 5] 

£ *i tittir SUBUftgWEtlB (PSA)^? ^* £ H7 £ J: ») J: v> IE5S 4 KSWfll ffl 
MBBI&ift^^f^^HMLTJ: >9 £ < <b ft & <fc ? fcfcofctf, ^ti^<^)^ 

t >j > t w« l csdrsa2)#> ^ait^i, 

Karpf,, Cancer Res., 56: 5547 (1996)^ ttfr^ttfS^m* < ojWlgo* < it 
-^f(Finansten'de^)^/-(i^rD^ ( Exemestaneflfc) n J: 4 fit 

[ 0 0 0 6] 



(9) tfH2 0 0 2-5 1 8 0 4 1 

(J:»)*fiOilBR*#J!R*J:) o Jfi#>^'; * o-^^ttfrttfiTA^ 

W7^-vIti:fffl?^ &2>mfg.<r>m&tf'&htl'C^2> (Houghton^, 85 
: 1242(1985) £#BB^ j;) 0 (conjugated)*^ KM LT Wt, 

S. h4r->>-eofiOi: a ft) £#*£J:t/ h FV^-b- h$ K*V/Hf 

D. Urol., 152:1490 (1994)^ofl&fcfe«$ ftTV** «fc ? fc, feltMS *lfc7EL 

1 $ t t T -C* £ £ * ^ o X V> & o B*K«»l7 x - X K *3 It h 1 1 1 In 
XWM2tltzZ.<7)$jifc (7E11-C5.3) <r>{£ffl Monoclonal Antibodies 2: Applica 
tion in Clinical Oncology, A. A. Epenetos-g^ ^32^ Chapman & Hall Med 

ical:1993x'Kf^?tiTv^ 0 LfrLKtfh, toifittliv* < ojJ»*>1WR*# L 

[ 0 0 0 7] 

a»^t jg & ^-th msm m\&mm.<D $> & & m #m £ s nx v> a 0 - ti 

e>0<Blfe»iffitt'fkO*:*tCM4^^-ij >^«UfeSr£.Sfc U **ifiiS;ff7'n 

•t 7 v > ^ & x a^mwt^mwM^ t^-aL xwa-rz at^ti 

it 3 *L4 tttt ft m %.X$> & o Stiff 7n -b y -> > y f iJHftff Srtlift 1 1" & *BlJj&<7> 



(10) 00 2-5 1 804 1 

& 0 mm&x~tt, oKrajf i* r m#iro.n;ft k * ^ tf;iM#ii'r£ 1 

bZtlt:* Link^ N Blood, 81:3343 (1993){iOICr3^1^o7- a b Hffll&Stttn: 

»(7)5C^<7)#^tttK#^<, JB««IIJISlO#4*!&KtbJt. lot, MM 
Jfe «£ tfx 7 x * ? - fflUfeO |B] - <7)#t# <fc * |WI P#jg^ K H V> T , T ffljfeli - 

[ 0 0 0 8] 

Weiner, Int. 3. Cancer, ffi^7, 63(1992) t i ij , -fiift^fctftO 

f^ffliiiL-2o*K4-Kj:f?i«a$*L, ®.&*%tmmmB*y?u- 

, -fi#^tttn:#^^ffl $ *l* [W]B#fiJ!li{itJL#c7)FcW<7)Fc^^ 

fi##ltt F(ab' )<?)££ «fc SfflMfftifTjufeaex vivomrfStt-fk^^? tiT 
^(Mezzanzanicefi,, Cancer Res., 51:5716) (1991) 0 

[ 0 0 0 9] 

msfc^mmm t * w-oots k j: o $ *t* *m&%. 

*J£#*ftft?-*£J: 41697*4, Ofco^)Ji»4fctt«ll||&ftC**1-4«lllia 



(11) $312 0 0 2-5 1 8 04 1 

use s *u & & v» tt in 7 0 %>j$ti.m m±<Dtm*Wi®-t a*&w ofi 

[0010] 

tt*fit#oaft^*v»T, ffln&oii^^wt&sii, *^fi-&-»tt«FSEOii»a 

[0 0 1 1] 

mo a-frtt £ , & l r v» * iffl^^fct^^^ c 19 # * 

5es*i&o iffliaa«jftit3fea*o lo g^^-^^J:oTE«ij$*L*o lot, a 

[0 0 12] 

o«*0*Bimtf s */ ^n-^/ujfifrcSllfcStiio tot, ^fclBMtt**^ 



(12) #£2 00 2-5 1 8 04 1 

[0 0 13] 

'JX-/3 >KisnTfi, * £ TSfc^ fcliflj& j « il 3 ISU 

ft? 0 fIt«i«5^9x-'/3 VJiiE'tmSLmtltitlftJfi^l^M^^R^ 
[0 0 14] 

toxins, zn.hfrbtthti&m*<?>®MXttftmmmMZ&&t2> 0 # 

£ W«JJt i3 <fc > f- ^ 9 7 4 - CD IF m VL \f> T# * o 

[0 0 15] 



(13) ^2 00 2-5 1 8 04 1 

fcss^* ^ r * zfrh amirt & liin^aK £t§irr & tz & km* ? 

[0 0 16] 

1" & 5E10* / ^ o - ± frfofc Hi o TB« $ *L * * *t & o * 
^^^#^W^ft^*^1-S^^^^^^Hfiii^ ¥«M> 5USU ffl 
(|«*WHA^T5rffi4«n©J:^*) CDB, OK CEL6j3j:tfCD28, CD32J3 

[0 0 17] 

OKB^f^ia (ATCC 7 ^7-/3 yNo.CRL 8001) £ 50.0® 
■< ~f x ) K — vflM&fc fi * y * n - 1 ^ftOKBtjtft, 5E10|fittfc j; 0\ -^Ot/L 



(14) #^2 00 2-5 1 8 04 1 

[0018] 
[0 0 19] 

*3&W<0**Httffl3*i***A9fc¥)itt, Curren 
t Protocols in Immunology^ ^ i % N J.E.Coligan^ff^ Dohn Wiley & Sons: 



(15) 1#^2 00 2-5 1 8 04 1 

1991 QmK.xvxwiamK.'&iiaz t><Dt+ stew l ax \t*& 0 

[ 0 0 2 0] 

i"4fc*«>H3te5^:S4#3RK*^T»i, £<fc^6~ 1 2 96O^x;Wi0'f@O* a 
[ 0 0 2 1 ] 

S *t4 S^ti > ttJ8SS*BHi& t #tt£MtflllJfeo W#fc#«©lfcjli 

<DfcWK XvXmfcZtltcZt* MM? h 0 2i<0\±-?\±\ \lk±<DMB 

[ 0 0 2 2] 



(16) 1#H2 0 0 2-5 1 8 04 1 

T^45EMK#tt1ia[MlS*jWIJIft-lttCW*«|-r* «9 > iEt^i^ttOM* 

[ 0 0 2 3] 

ntibodies: Principles and Applications, D.R.. Birchc^f^ Wiley-Liss: 1 

> is J: CMt£*8aW (conjugate) f j - J: < & t, fitz i> (?) 

■C^^o 5H=-'J Vfc-fconT© £ <9^i5?>x b 7f-/-o^ < o^fjRiesfeld 
f )> Antibodies as Therapeutic Agents and Carriers for Drugs, Pergamon Pr 

ess : 1990^ J: # * £ -?3 1 ffl 3 *lT v> * fcftlfc 3 *IT * ,> teSfftffl ^ 
Tffi*T<5v^#14**L, «ACadoptive)7.;P7'f K'J /HS-frfctf-LT TOK 



(17) #212 0 0 2-5 1 8 04 1 

77>f>, r 'J 3fVf>, *J:l) , l/^ r 'J * tl4o KM 

ftfc? 2 <l4tS^H s t'^^fi:(i, Monoclonal Antibodies: Productio 
n , Engineering, and Clinical Application, M.A. Ritter£,|§||, Cambridge 
University Press : 1995fc«Ejfc $ *iTv*4J: -9 fc, * ^7"ff- -fe\ 7 

^.^3 J: tffftj&^JIgtiTherapeutic Monoclonal Antibodies, C. Borrebaeckf,f|Jfe 
> M Stockton Press : 1990fc # l < IS® $ *l X 0 
[ 0 0 2 4] 

Wong)(i(D3i3j;a\ CD28£fcji4 ^_ n >f*>2 U-ff? - -£®&&tiii$<D 
ffl£B?j*LTV>*o Belanit>(i-£ijf^4lgG ( iB«'J -nWiiS^T 
»Tj||||!&l£14fl:*£ C ?«:^/7L)t:. bsF(ab')2^t£tt T mK «t &"Hb] 

t o v> tii* « ^ * it^-T * -c* * ^ . i *i ?» o btm- -mr see« * «t 
o 5 M^y^:#m^'l : iMtt^^lIitCcoR)^-g-^-eio 19 , flu© * sufM-^a 
*a* itTrsffmH^sie^^ nmmvizfm lx *> «t v> 0 

Cltl£><7>«(^ *B#W^5,530,101-ti3 j; 0^5,585,089 (£ftfcHt5|fflfc J: 
tlStOt-fS) tffi*3*lTV>* J: -? KBttt^n-iV^ 

& x xfi/ — trv-yy yfife. Ktit-D x®% KwifcztiZo ?v--yy itftflgtt or 

* * «#E?!I * PCRy 7 >f v - K X o T#f, K ft « 0 

[ 0 0 2 5] 

MSpSttSMttii: MfcSftTt) «t < > v> ^«l#o8«* J: K h# 

£tt iHciot^ CDR£ feints £ fctioTtiv*. 



(18) . #312 0.0 2-5 1 8 04 1 

£ H h ©#HB £ *ff 1" 4 it $><r> nmt , * mm £ 5 • 53 °. 10 % is £ tf »5, 585 ,0 

, i*Ltt*S!»t»i*S«ftt»5.455,030^, £5,260,203^ j: 0^4,496,77 
WL&mtSf^fV.y K-'W 7*'J K - v 4 1 <0 3 ffico SUfl ot/t 

[ 0 0 2 6] 

rpovskyi^ Production of Target-Specific Effector Cells Using Hetero-Cro 
ss-Linked Aggregates Contaning Anti-Target Cell and Anti-Fc Gamma Recept 
or Antibodies, J. Exp. Med. 160:1686-1701 (1984) 0 L^U Z.tlh<D&& J k 

< <> 2 fc* £ ^ o -£#fH4«;fr H v * * 7 4 CioTt 0*1" £ 

i*itt»*fl5«Bf*J:VSu#llf>rOlfie'&'**tr'bO-C*4 0 Glen 
niet> N Preparation and Performance of Bispecific F(ab') 2 Antibody Contai 
ning Thioether Linked Fab' Fragments, 1. Immunology. 139:2367-2375 (1987 

)» flltf>#ffifi> Liz^KX^Xf^Wmi-^iSX^^^^ i/y-yy^- 
mm^^-Ltc^'h^i^X^^o Kostelnyi^ Formation of a Bispecific 
Monoclonal Antibody by the Use of Leucine Zippers, 3. Immunol. 148:1547 
-53(1992) c 

[ 0 0 2 7] 

'^7*'J -7 F-^-f 7* 'J 2 o(7V^ 7*U 



(19) 2002-518041 

ao^>f :/<; k— ?k *oT££3*i*Si;*fc «t otbihj 2 ws&qv&l 

£>> ^^y 1 )-; K-'WrU K-7|iaoA/fV'j.K-7i:J:otf.i?JLJ2 
&o-o/i»jr^S©-£#ai4i£#-c**. tot, *«>J:7fc-S4NM4«; 

^^^ffl 1- & n^fe/i o r , -m$m&m$ufr<Dibh gat ©mews-c* & <> 

[ 0 0 2 8] 

iff* t < f*> *%w<vfc-Mm%~&®mmmmmm&±<?>tmikTE.&K 

LTv» J: l)*tf*lTJ: < * ff* L < (iOKT3$.^LTv^«B!l&^t? 

& * (ATCC CRL 8001) 0 ft Jff 4 L < li , £ 0-S#14SE#ti ATCC 7 nr>3 

> ^-sf-xxxxx* ^rt & o x m £ s ti z> „ 



(20) 11^2 00 2-5 1 8 04 1 

Weinert,, D. Irtmunol., 152:2385(1994)Kf£^$ ftTV>& X 9 
[ 0 0 2 9] 

£ t> it , **fl i«*&ttti-fi#*fflS:#© Fc « LT v» 4 M<7> Fc 
[ 0 0 3 0] 

* £ tiTftMMJ&tta fi#«n? 2 isifc&j$ft l : : alva31 

, JCAl, ND1; |£^MW : LNCaP, fc J: tf PC3 0 V 7, UPBS^^M 

"9 12x10 s « (#|8IJ» 2x10 s ) fcjfejftLfco 2«lOft« 

2oOfi»8^K*lf»T, iMJ&* •? 100,000® fc J; tf50,000f@}g 

LfctfoT, 3 S a OiUi^om, *i;i/*fc«9 20,<XX^fl&£lO:/u- H:, 
Jb% s 960e 7i ;un}fv>^o *M&<&H»$t«l£fcJ: 1), 85^ (8.8%) {i^ < 

*n->£££t\ 493r > x;u (51.4%) ii3Wlw^n->m, 382$ i/u 
(39.8%) Jii-2^n-vSr^tfifc*^t)^^*»J, i«W^*7D 



(21) 1#H2 00 2-5 1 8 04 1 

[ 0 0 3 1 ] 

;i4jLte«^Mt£ 0 EfS^-iltt^^~>§r^1--i> 22 ^x;i/ (5.8%) %z<v 

[ 0 0 3 2] 

mmwtztiz'ti (i-£=b*>, ^t<^%u KB'&zx? i)--y?Ltzo m 

[ 0 0 3 3] 

-304jjig^Kov>-CMKlNlB Lfz 0 m^fc 5%t<D±X<D^4 7*'J K-vttJB#rLfc 
«S^o^Tltt4T^S Zttffrfr^tz (|1) , 
[0 0 3 4] 

I® 5. WL^^^7*'J K-7 ^ n - > ©S)St4* > ^^Wft^a 



(22) TO2 00 2-5 1 804 1 

ktfftfritz (12) o ™\m^h%&mmmm&mm®%mm,7s yvy 

+-C 5 53-MH5eLfc. 12JJf£ 1 ^JflLrff (SElO)-eMv^ SSCt l^M^ 
>^ia'-->3>U 'J>XLfc. LSAB 11 Lind ABCDako ft ; Carpi nter 

ia, CA)Srfflv»TSatT 1 5 #M#fr*-*ffifr?*v>, D>7.U LSA 
B IlfcMiAfreSfiHT l 5^mW^\ U Lfc 0 ^TiZJif £0.015% 
£-£fr0.05?£)AB/0.1M Tirst^H^f ^i^-> a > U l^ftOV^tJI'* 

[ 0 0 3 5] 

> f'J-lUc TfFflB Lfc 0 ft >b J|l*«l§v> , 5E10i; ^#tt <b *t£ * n- >fi 6 o 
(Dntmrnim^n^A^ (DU145, PC3, NDl£ J: <>*ALVA31) 

[ 0 0 3 6] 

5BL0jif«K||ii 9 y j&\ itz fi * * 7 7 f- v )W 7 -> h - ;u 7 > * 



(23) 4$^ 2002-518041 

#5eio<£ %mmLK ^f^i^^ut ft* muz* mmm® <o**-y * * - 

£J:tfJRttllfr:fc»*Rj£U #-mf&lM$L *MJfo-fM&, -tfiSfcJfiUfflll&fc 
i^hn vMflli J: O'rt&M t SJS L & ^ igGl* y ^ n - + )vmt 

im 1 tC^L7tS)S'r4^ ! boT5E10tM1-^ o 
[ 0 0 3 7] 

ft* ?>§?f #H £ (i * (7) «t 9 £ tl #H6t)« £ S * 1- & % t < it Z z. & 

[ 0 0 3 8] 



15112 0 0 2-5 1 8 04 1 



1C2 M^UK- 5E10 5D4 ) 3C9 
(4^a-y)_ v 1A7 (3£o — >0 (4^n-V) (3#a-ls) 
(2 g 

i/ftr£l»!fflJlS 



DU145 


+ 


+ 


+ 


+ 




PC3 


+ 


+ 


+ 


+ 




ND1 


+ 


+ 


+ 


+ 




LNCaP 




+ 




+ 


+ 


ALVA31 


+ 


+ 


+ 


+ 




JCAl 


+ 











A549 + + 

oho 

SKLUl 



CMO 
1072F 
(VM) 
UIR1 

mm) 

SKBR3 
(fUft) 
5673 

mm 



[ 0 0 3 9] 

Si. 



(25) 



#212 0 0 2-5 1 8 04 1 





1C2 




5E10 


5D4 
(4^n-^) 


3C9 
(3 * 


m Si 


— 


— 


— 


— 


— 




— 


— 


— 


— 


— 


HUVEC £>£W 
BCV-304 













[ 0 0 4 0] 

[S3] 

$ 2 . 5E10 ( c J: ^ftlSElBltt^ft&jHfJK 



(26) 



#-312 00 2-5 1 8 04 1 

















8 


+ 




7 


+ 




3 






5 






5 




w 


4 






4 




n 


5 






5 






4 






4 






3 


+/- (l) 




4 






8 




urns 


5 




>h» 


4 






4 





[ 0 0 4 1 ] 



(27) 1^2 002-5 1 804 1 

Xft&Ltz (15) o CKBiit hT-jHJteJ:oCD3n:y^-fcKj6-J-4ls^2a-7i> 

xty^n-t & o ox^lfflW^ ft >9 tb t *ffl»(iATcc 7 ? * 7 -> =, 

>#-§-CRL8001^ ^ 0 7 5 7 7°r 'J > CK5$ttt?* fc»te©<KT3 
OSE*#*ftftLfc 0 >W 7*1) 7 K-^-f "/'J K-vtt, HATjttt^^v^f->>^ 

©tt#fc <fc o Tftft L fc„ »# L ^iffll&Sr HAT-^ * v W -> K 7* 1^- r 4 

«<^Jf?i^H«Ls 5/>tt5fci»^5ElQ(a|j|feoJtf3t*IIMF-f4"C*.ft 0 

o tot, w^oa^^ru K-v^^oitettfi t^-tp^'f^'j v k-^t* 

[ 0 0 4 2] 

^7*'J K-*^Ji#*HI^H pc3 *HJ&4 fctt^urkat (CD3H5U b T#ffll&fi JflL^Sffl 
tCSjafc. pc3 t ^rkat«<7)]^^n^^x^ Sift** jMfcl-fc'W 7 V y 

a£«fctf3urkat$fl&£#t# (;W7<j 7 k->w 7U K-v±rf) 

[0 0 4 3] 



(28) $112 0 0 2-5 1 8 04 1 

#tr-*fcov»T -M«FlHHSfrfi&tt <r^^ , J-->^ r Lfco 
[ 0 0 4 4] 

in vi trot is v> T M £MM<7>M £ WMrt § * BbTJ o v> T BsAb^fp^ t, 
fco iE*#ie^e>05M«Jlll**Srx7*^^-«ill6t LTttfflLfco ^ti^O^ffl 

J*tei£fl:*# 7 x A/ 1 /n g/ml-C^iD L tz o BsAbu «fc h 
#Htt5E10, #-#^40KT3f l±W K «fc otftl? *L4»»t Jt« 

»iT-jBu&it^«»* ff 9 - f v t i y %> £ 1 tfTji $ tit o 

[HiB©WJ£aK9§] 

7 «J K- V ±i» y * a. * - -> a > ftODIT MMiS «t tf* - Ut S»iJ&*« 
[1212] IH 2 fifflM^^-r^"logl0^^tt^^7 7-C*l9, l:Mli 



(29) 1$^2 00 2-5 1 8 04 1 

[13] [21 3 liml&MJ&flcK fctf * 5E10 <^ 9x*^>rny h-eii, 
» * > *9 1 M * Mjg& ft SOS-PACE-e &«L-hn*fl/D-^ 

lltfcff*fl!l4:»*ill«ftftS36CJ:oT*Lfc'(>0-Cft4. 

[H 5 ] H 5 (i, i&-#JS14Jfi#fc -fi#^14SL#5E10/0KT3gt# 



(30) 



^2 0 0 2-5 1 8 04 1 



[HI] 




LoglO g# 



FIG. 1 



t3ll2 0 0 2-5 1 8 04 1 



[HI 2] 

| j A 




Log10 £ft 



FIG. 2 



(32) 



1#f?2 0 0 2-5 1 8 04 1 



[0 3] 



[04] 




FIG. 4 



(33) 



#S2 002-5 1 8 04 1 




FIG. 5 



(34) 



^2 0 0 2-5 1 8 04 1 



[IB 6] 



0.0000 



gin 

m 



0.00 



10.00 



20.00 - 



30.00 " 



40.00 



50.00 




0.0000 0.2000 0.4000 0.6000 
"R#j£280nm 



0.8000 



23.0 22.8 
33.5 42.0 
40.7 13.1 



FIG. 6 



(35) 



#^2 00 2-5 18 041 



mm] 

INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US 99/13713 



A. CLASSIFICATION OF SUBJECT MATTER 



IPC6: C07K 16/46, A61K 39/395, A61K 47/48, C12N 5/20 

According to International Patent Clarification (IPC) or to both national claaincittion and IPC 



B. FIELDS SEARCHED 



Minimum docomcn union searched (classification system foDoved by clarification symbols) 

IPC6: C12N, G01N 



Documentation jearched other than minimum documentation to the extent that ruch document* are included in the fields searched 



Electronic dm* baxc cons uhed during tho intern alio an) xoarch (name of diu base and, where practicable, search intra ujnd) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to didm No. 



US 5489525 A (IRA H. PASTAN) , 6 February 1996 

(06.02.96), column 4, line 1 - line 21; column 4, 
line 28 - line 37; column 6, line 3 - line 7, 
column 6, line 64 - colun 7, line 11, example 1 



WO 9803873 Al (CORNELL RESEARCH FOUNDATION, INC.), 
29 January 1998 (29.01.98), page 36 - page 37; 
page 42 - page 43 



W0 9639185 Al (CORNELL RESEARCH FOUNDATION, INC.), 
12 December 1996 (12.12,96), page 32, examples 3 
and 5 and claim 26 



1,3,9-24 



2,4-6 



1-24 



1-24 



[ )(f Further document* are listed in the continuation of Box C. 



See patent family annex. 



* Speoa) cairgonei of dted C 
*A* doornail defining the jraere) dale of tic art which b act eoosdertd 

id be of jjanmflar relevance 
"B" ertnf document but puhhfhid on or titer the interaaaos&l fijroj deio 

*L* document R-hich may throw doufali on priority elaiirrfi) or *rbch is 
cited to ctubhdi the pubJicaban date of mother aucnn or other 
jpccial reason (as ipextlcd) 

'O' document referring to an ora) disdawre. nae. exnibition or ether 
meant 

'?' aocunmi pubntheo pnorto au intern m on ti ruing cut* hut later than 
the tm'crtly date claimed 



Lent published after the international filing datr or pnanty 
date aid not m conQict tola the applicioon but audio unocrtut&d 
the pnnatdt or theory enderi jnna 

*X* docsracoi of particular relevance: the d 

consdertd novd or cannot be ecaadwed to involve an inventive 
sup when (he document it ukea alone 

*Y" oc cum eat of parocidar relevance: the claimed invention cannot be 
consdered to involve an inventive aep wfeca the doaancnt it 
combined with one or more other ran dncuroatt. such eomfaina&on 
being obwou w a person skilled in the an 

'A* document member of the tame patent family 



Date of the actual completion cf the international search 

NwiPfrer Vm 


Date of mailing of the international search report 

IK 02. 2000 




Authorized officer 

CARL-0L0F GUSTAFSSON/ELY 


£ uneven PetortOHio* P.B. eel* PttanKtwiZ 

TetOv70»40-20*0, Tx 31 651 MM ri. 
=erf*3l.70)*4O40lS 



Form PCT/1SA/310 {recood abeet) (July 1Q93) 



(36) 



t$H2 0 0 2-5 1 8 04 1 



INTERNATIONAL SEARCH REPORT 



Intern oiivnnJ application No. 

PCT/US 99/13713 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Gtation of document* with indication, where appropriate, of the relevant paisa$es 


Relevant to claim No. 


A 


EP 0268279 A2 (ONCOGEN), 25 May 1988 (25.05.88), 
page 12 - page 13 


9-12 


Y 


Dialog Information Services, File 55, BIOSIS, 

Dialog accession no. 10918942, BIOSIS accession 
no. 199799540087, Katzenwadel Arndt et al: 
"Production and characterization of a bi specific 
antibody with specificity for the CD3 complex 
and the prostate specific antigen", 
Urological Research 25 (1): p 95 1997 


1.2,4-6 


Y 


Dialog Information Services, File 55, BIOSIS, 

Dialog accession no. 11326355, BIOSIS accession 
no. 199800107587, Katzenwadel Arndt et al: 
"Production of a bispeciftc antibody with 
specificity for the CD3 complex and the prostate 

eno^ifir* antino-n ac a nnccihlp tool fov DPO State 

cancer therapy", 

Tunor Biology 18 (SUPPL. 2). p 18 Sept., 1997 


1,2,4-6 


A 


VO 9735616 Al (PACIFIC NORTHVfEST CANCER 

FOUNDATION), 2 October 1997 (02.10.97), page 25, 
line 31 - page 26; page 37, claim 64 


1-24 


r 


NATURE BIOTECHNOLOGY. Volune 15, July 1997, 
Phllipp Holliger et al, "Retargeting serum 
Immunoglobulin with bispecific diabodies" 
page 632 - page 636 


1.2,4-6 


Y 


JOURNAL OF HEMATOTHERAPY, Volume 4, 1995, 

Bart-Jan Kroesen et al, "Bispecific Monoclonal 
Antibodies for Intravenous Treatment of Carcinoma 
Patients: Ioimunobiologlc Aspects" 
page 409 - page 414 


1,2,4-6 



Foira PCT/ISA/210 (continuation of second sheet) (July 



(37) 



13312 0 0 2- 5 18 04 1 



INTERNATIONA L SEARCH REPORT 



International application No. 

Pa/US 99/13713 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* Glation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



BLOOD , Volume 81, No It. June 1993, Brian K. Link 
et al, "Production and Characterization of 
aBispecific IgGCapable of In ducing 
T-Cell-NediatedLysis of Malignant B Cells 0 
page 3343 - page 3349 



Fono PCT/ISA/210 (aoniinu»uon of vxani inert) (July 1992) 



(38) 



13-312 0 0 2-5 1 8 04 1 



INTERNATIONAL SEARCH REPORT 



Int.. national application No. 

PCT/US 99/ 13713 



Box I Observations where certain claims wera found unsearchable (Continuation of Item 1 of first sheet) 



This lntema*Jona( Search Report has not been established in reaped of certain claims under Art'ote 1 7{2Xa) for the following reasons: 
1. n Clatma rtoe.: 

— because they relate to subject matter not required to be eearched by this Authority, namely: 



Claims No*,: 

bsoause they relate to parts of the International Application that da not comply with the prescribed requirements to such 
an extent that no rnearangfuJ International Search can be earned out, specifically: 



3. | J Qaims Nos.: 

because they are dependent claims and are not drafted in 



with the eeoond and third sentences of Rule 5.4(a). 



Box II Observations where unity of Invention Is lacking (Con tin nation of Item 2 of first sheet) 



Thti Irrlsrnafonal Searching Authority found multiple tiverrttons in this International application, as tottowt : 

see additional sheet 



□ As afi moJired addlionaJ search fees were finely paid by the appfioant, 
searchable datm*. 



this International Search Report covers el 



2. 1x1 As all search able otaims couW be searched wrthout effort justifying, an additional fee. this Authorty dd not invite payment 
1 ot any oddrtbrief lee. 



□ Ae only tone of the reouired edditionaJ search fees were timer/ paid by the eppf oani, this International Qeareh Report 
covers only those oiatms tor whtoh fees were paid, spedfioafty claims Mas.: 



J No required additional search fees were timely paid by the eppficanL Conaeauerrth/, 
reesioted to the invention first mentioned in the oieime; I to covered by oleime Nee.: 



this International Search Report is 



| | Trie addlionaJ search fees were accompanied by the applicant's protest. 
j j Mo protest accompanied the payment of additional eoerch fees. 



Form PCT/tSA/21 0 (continuation erf first sheet (1 )) (July 1 908) 



(39) 13H2 0 0 2-5 1 8 04 1 

International Application No. PCT7 US 99 / 137 13 

FURTHER INFORMATION CONTINUED FROM PCT7ISA/ Z10 

This International Searching Authority found multiple (groups of) 
Inventions 1n this International application, as follows: 

1. Claims: 1-8 

B1 specific antigen binding constructs with specificity for target 
cells surface antigen. 



2. Claims: 9-12; 13-28 



A method for producing a monoclonal antibody according to claims 
9-12 and diagnostics or therapeutic agents or antibodies according 
to claims 13-28. 



(40) 



&H2 0 0 2-5 18 041 



SA 3S8G3 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 



02/11/99 



International application No. 

PCT/US 99/13713 



Pilent document 




PObBwtion 




Patent family 


Publication 


died in ie*rch report 




due 




mcmber(i) 


dale 


US 5489525 




A 


ne /AO /Qf£ 


MU 


G1A11Q3 A 


09/05/94 






vn 
wu 


QdnQmn a 

A 


28/04/94 


WO 9803873 


Al 


in /Al zoo 

29/01/9B 


All 

All 




2 U/ Ub/ JO 






TA 




29/01/98 


MO 9639185 


Al 


12/12/ 9o 


All 
AU 


CQC4QQC A 


24/12/96 






TA 


A 

^fcJbjl A 


1 2/12/96 








CD 




01/04/98 

V A/ U*t/ JO 








ID 

Jr 


iicn7cno. T 


HO/ U/ / -7-7 








1 IC 

US 


C7709Q.9 A 




EP 0268279 


A2 


25/05/88 


AT 


•t inn <9A T 

130029 1 


1 C /II /QC 

la/ Ji/yo 








All 

All 


CI ItQA Q 


I/O/ \JC/ jl 








AU 


8099487 A 










DE 


3751585 D,T 


25/04/96 








OK 


606287 A 


20/05/88 








re 

ts 


2080/1/ 1 


10/ U<£/ 3D 








GR 


1 Al CflOO T 










HK 


1007766 A 


rin /nfi /fin 








It 


m tJL R 
/ nw d 


29/01/97 








IL 


84475 A 


21/06/92 








OP 


2597372 B 


02/04/97 








JP 


63279784 A 


16/11/88 








NO 


175944 B,C 


26/09/94 








MZ 


222509 A 


26/03/93 








PT 


86180 A,B 


01/12/87 








US 


5849876 A 


15/12/98 








AU 


610095 B 


16/05/91 








AU 


8126787 A 


26/05/88 








ZA 


8708637 A 


L8/05/88 


V0 9735616 


Al 


02/10/97 


AU 


2555297 A 


17/10/97 






CA 


2250141 A 


02/10/97 








EP 


0914155 A 


12/05/99 








IL 


126314 0 


00/00/00 



Form PCniSA<ttIQ (patent family annex) (July IW1) 



(41) 



#£2 0 0 2-5 18 041 



(51) Int. CI. 7 
C07K 



14/705 
16/28 
5/10 
21/08 
33/574 
5/10 
1:91) 



C07K 
C 1 2 P 
GO 1 N 
C 1 2R 
C 1 2 N 



F I 



16/28 
21/08 
33/574 
1:91) 
15/00 
5/00 



(##) 

4H045 



C 1 2N 
C12P 
GO 1 N 



Z 



C 



//(C 1 2 N 
C 1 2R 
(Sl)Jg^ll 



B 



EP(AT, BE, CH. CY, 



DE, DK, ES, FI, FR, GB, GR, IE, I 
T, LU, MC, NL, PT, SE), O A (B F , BJ 
, CF, CG, CI, CM, GA, GN, GW, ML, 
MR, NE, SN. TD, TG), A P (G H , GM, K 
E, LS, MW, SD, SL, SZ, UG, ZW), E 
A (AM, AZ, BY, KG, KZ, MD, RU, TJ 
. TM), AL, AM, AT. AU, AZ, BA. BB 
, BG. BR, BY, CA, CH, CN, CU, CZ, 
DE, DK, EE, ES, FI, GB, GD, GE. G 
H, GM, HR, HU, ID, I L, IN. IS, JP 
, KE. KG, KP, KR, KZ. LC, LK, LR, 
LS, LT, LU, LV, MD, MG, MK, MN, M 
W, MX, NO. NZ, PL, PT, RO, RU, SD 
, SE, SG, SI, SK, SL, TJ, TM, TR, 
TT> UA, UG, UZ, VN, YU, ZW 

(72)^0#g d 

TJVtlikftM 7-f*7#H 52241 a 
- 1014 

T^y*^*H 7-f*9M 52245 7 
24 

F »-A(#^) 4B024 AA01 BA45 GA03 HA01 

4B064 AG27 CA10 CA20 CC24 DA05 
4B065 AA92X AA93X AB05 BA08 

CA25 CA44 
4C076 AA95 M99 CC27 
4COS5 M14 CC23 

4H045 Mil AA20 BA41 CA40 DA 7 6 
EA28 FA74 



